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(63)

FNAFL—17
Vi:  EVQLVESGGGLVQPGGSLRLSCAASGETVSSSSIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRETI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGMYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BANFES 1)

Vi DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYSASSLYSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQSGDDLITFGQGTKVEIKR
(BLFE 5 2)

FNAHE1—18
Vy: EVQLVESGGGLVQPGGSLRLSCAASGFTVSSSSIHWVRQAPGKGLEWVASTYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BeH &5 3)

Vi DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQRSRVYSLVTFGQGTKVEIKR
(AL &5 4)

FAH1—-19
Vi:  EVQLVESGGGLVQPGGSLRLSCAASGFTVSSSSIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BeFES 3)

Vi: DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQMDRFYSLITFGQGTKVEIKR
(Ad3%E 5 5)

FIHE1—20
Vit EVQLVESGGGLVQPGGSLRLSCAASGFTVSSSSIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BFIE S 3)

Vi DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQYCRKSSLFTFGQGTKVEIKR
(BlF%E 5 6)

FaAx1—21
Vy:  EVQLVESGGGLVQPGGSLRLSCAASGFTVSSSSIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BeAIE R 3)

Vi: DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQQQRTSYLITFGQGTKVEIKR
(FeAI &5 7)
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(64)

FIH1—22
Vy:  EVQLVESGGGLVQPGGSLRLSCAASGFTVSSSSIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRITI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(B3N EE 3)

Vi.o DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQRSRYYSLITFGQGTKVEIKR
(BLF%& 5 8)

FAHE1—23
Vy:  EVQLVESGGGLVQPGGSLRLSCAASGFTVSSSSTHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(B3 H 3)

V.o DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQQSKYPFLITFGQGTKVEIKR
(A5 5 9)

FH1—24
Vy:  EVQLVESGGGLYQPGGSLRLSCAASGFTVSSSSIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BB &5 3)

Vi: DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQSNRSYPPLTFGQGTKVEIKR
(BAEZ10)

FIAE1—25

Vit EVQLVESGGGLVQPGGSLRLSCAASGFTVSSSSIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(FeFIE S 3)

V.:  DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQIGRRSSLITFGQGTKVEIKR
(BlFIER 1 1)

FIHE1—26
Vy:  EVQLVESGGGLVQPGGSLRLSCAASGFTVSSSSIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVIVSS
(BeFE 5 3)

V.:  DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQQQRYSYLITFGQGTKVEIKR
(A5 &5 1 2)
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(65)

FNELT—27

Vit EVQLVESGGGLVQPGGSLRLSCAASGFTVSSSSIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BHIES3)

Vi DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQSSRNSKLITFGQGTKVEIKR
(BlFZE 1 3)

FNAE1—28

Vy:  EVQLVESGGGLVQPGGSLRLSCAASGFTVSSSSTHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BLA%E 5 3)

Vi DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQWMRSSSLFTFGQGTKVEIKR
(BdAIFES 1 4)

FHE1—29
Vy:  EVQLVESGGGLVQPGGSLRLSCAASGFTVSSSSIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BdA &5 3)

Vi DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQSGDDLITFGQGTKVEIKR
(BAFE=15)

FIH1—-30
Vy:  EVQLVESGGGLVQPGGSLRLSCAASGFTVSSSSIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BLAIE = 3)

Vi DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYSASSLYSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQSGDDLITFGQGTKVEIKR
(BeFIE = 2)

Fx1—-31
Vi EVQLVESGGGLVQPGGSLRLSCAASGFTVSSSSIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BLHIE R 3)

Vi: DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQQTSWPYLITFGQGTKVEIKR
(Bl5%& 51 6)
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(66) JP 2022-523066 A 2022.4.21

FIH1—32
Vi EVQLVESGGGLVQPGGSLRLSCAASGFTFSSSDIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BeFIFES 1 7)

Vi DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQQSKYPFLITFGQGTKVEIKR
(BlF%E 5 9)

FNE1—33
Vy: EVQLVESGGGLVQPGGSLRLSCAASGFTFSSSSIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BlSIFE 5 1 8)

Voo DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQQSKYPFLITFGQGTKVEIKR
(BLF%E 5 9)

FLH1—34
Vi:  EVQLVESGGGLVQPGGSLRLSCAASGFTFSGTDIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(B3 &S 19)

Vi: DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQQSKYPFLITFGQGTKVEIKR
(BdHNEE9)

FNH1—35
Vy:  EVQLVESGGGLVQPGGSLRLSCAASGFTFSASSIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BeFE S 2 0)

Vi:  DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQQSKYPFLITFGQGTKVEIKR
(BlF1%E 5 9)

FLHx1—36

Vy:  EVQLVESGGGLVQPGGSLRLSCAASGFTFSSNDIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BlAIER 2 1)

Vi: DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQQSKYPFLITFGQGTKVEIKR
(Fes %5 9)
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(67) JP 2022-523066 A 2022.4.21

FIE1—37
Vy:  EVQLVESGGGLVQPGGSLRLSCAASGFTFTGSSIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(FFIEF2 2)

Vio DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQQSKYPFLITFGQGTKVEIKR
(BlF2E 75 9)

FLH1—38
Vy:  EVQLVESGGGLVQPGGSLRLSCAASGFTFTSSDIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BeFIE =2 3)

Vi DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQQSKYPFLITFGQGTKVEIKR
(BLFIE S 9)

FALH1—39
Vi:  EVQLVESGGGLVQPGGSLRLSCAASGFTFTANDIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BeF&EH 2 4)

Vi DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRESGSRSGTD
FTLTISSLQPEDFATYYCQQQSKYPFLITFGQGTKVEIKR
(B3I &S 9)
FHE1—40
Vi EVQLVESGGGLVQPGGSLRLSCAASGFTFTSSSIHWVRQAPGKGLEWVASTYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BdF| &= 2 5)

Vi DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQQSKYPFLITFGQGTKVEIKR
(FFIZ%E 5 9)

FF1—41
Vy:  EVQLVESGGGLVQPGGSLRLSCAASGFTFSANDIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BlANES 4 3)

Vi DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQQSKYPFLITFGQGTKVEIKR
(BAEZ9)
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FHAHE1—4 2

Vy:  EVQLVESGGGLVQPGGSLRLSCAASGFTFSATDIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(BlF| %= 4 4)

Vi DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQQSKYPFLITFGQGTKVEIKR
(BEHIFE = 9)

FIH 1 —4 3

Vi EVQLVESGGGLVQPGGSLRLSCAASGFTFSGSDIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTI
SADTSKNTAYLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSS
(B FE =4 5)

Vi DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTD
FTLTISSLQPEDFATYYCQQQSKYPFLITFGQGTKVEIKR
(BEHIFE = 9)
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#1: BRI 7HE CDR B
zua—y B % [eERES
F)Z 1- | VuECDR1 | FTVSSSSIH 52
17 Vg CDR2 | SIYSSSGYTYYADSVKG 53
Vu CDR3 | DPGMYYWYYSGSAYEGYGLDY 82
VL CDR1 | RASQSVSSAVA 55
Vi CDR2 SASSLYS 56
Vi CDR3 QQSGDDLIT 59
F )% 1- | Vg CDR1 | FTVSSSSIH 52
18 Vug CDR2 | SIYSSSGYTYYADSVKG 53
Vu CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
Vi CDR1 | RASQSVSSAVA 55
VL CDR2 | AASSLQS 56
VL CDR3 QQORSRVYSLVT 83
FNH 1- | VuCDR1 | FTVSSSSIH 59
19 Vi CDR2 | SIYSSSGYTYYADSVKG 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
Vi CDR1 | RASQSVSSAVA 35
VL CDR2 | AASSLQS 56
Vi CDR3 | QQMDRFYSLIT 84
SN % 1- | Vg CDR1 | FIVSSSSIH 52
20 Vu CDR2 | SIYSSSGYTYYADSVKG 53
Vu CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
Vi CDR1 | RASQSVSSAVA 55
Vi CDR2 AASSLQS 56
Vi CDR3 QQYCRKSSLFT 85
F V% 1- | VyCDR1 | FTVSSSSIH 52
21 Vi CDR2 | SIYSSSGYTYYADSVKG 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
Vi CDR1 | RASQSVSSAVA 55
VL CDR2 | AASSLQS 56
Vi CDR3 QQQQRTSYLIT 26
S % 1- | Vg CDR1 | FTVSSSSIH 52
22 Vg CDR2 | STYSSSGYTYYADSVKG 53
Vu CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
VL CDR1 | RASQSVSSAVA 55
Vi CDR2 AASSLQS 56
Vi CDR3 | QQRSRYYSLIT 87
FaH 1- Vua CDR1 | FTVSSSSIH 52
23 Vu CDR2 | SIYSSSGYTYYADSVKG 53
Vu CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
Vi CDR1 RASQSVSSAVA 55
Vi CDR2 | AASSLQS 56
VL CDR3 | QQQSKYPFLIT 57
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Ooooooao
SN # 1- | Vg CDR1 | FTVSSSSIH 52
24 Vi CDR2 | SIYSSSGYTYYADSVK 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
Vi, CDR1 RASQSVSSAVA 35
Vi CDR2 | AASSLQS 56
VL CDR3 | QQSNRSYPPLT 88
)% 1- | Vg CDR1 | FTVSSSSIH 52
25 Vi CDR2 | SIYSSSGYTYYADSVK 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
Vi CDR1 | RASQSVSSAVA 55
Vi CDR2 | AASSLQS 56
Vi CDR3 QQIGRRSSLIT 89
7% 1- | Vg CDR1 |FTVSSSSIH 52
26 Vi CDR2 | SIYSSSGYTYYADSVK 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
Vi CDR1 | RASQSVSSAVA 55
Vi CDR2 | AASSLQS 56
Vi CDR3 | QQQORYSYLIT 90
7% 1- | Vo CDR1 | FTVSSSSIH 52
27 Vi CDR2 | SIYSSSGYTYYADSVK 53
Vg CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
VL CDR1 | RASQSVSSAVA 55
Vi CDR2 | AASSLQS 56
VL CDR3 | QQSSRNSKLIT 91
A& 1- | Vg CDR1 | FTVSSSSIH 52
28 Vi CDR2 | SIYSSSGYTYYADSVK 53
Vu CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
VL CDR1 | RASQSVSSAVA 55
Vi CDR2 | AASSLQS 56
VL CDR3 | QQWMRSSSLFT 92
% 1- | Vg CDR1 | FTVSSSSIH 52
30 Vu CDR2 | SIYSSSGYTYYADSVKG 53
Vu CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
VL CDR1 | RASQSVSSAVA 55
VL CDR2 | SASSLYS 58
Vi CDR3 | QQSGDDLIT 59
)% 1- | Vu CDR1 | FTVSSSSIH 52
31 Vu CDR2 | SIYSSSGYTYYADSVKG 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
VL CDR1 | RASQSVSSAVA 55
Vi CDR2 | AASSLQS 56
VL CDR3 | QQQTSWPYLIT 60
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oooooao
54 1- | Vg CDR1 | FTFSSSDIH 61
32 Vi CDR2 | SIYSSSGYTYYADSVKG 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
Vi CDR1 | RASQSVSSAVA 55
Vi CDR2 | AASSLQS 56
VL CDR3 | QQQSKYPFLIT 57
S04 1- | Vg CDR1 | FTFSSSSIH 62
33 Vi CDR2 | SIYSSSGYTYYADSVKG 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
VL CDRI | RASQSVSSAVA 55
V. CDR2 | AASSLQS 56
VL CDR3 | QQQSKYPFLIT 57
)% 1- | Vg CDRI | FTFSGTDIH 63
34 Vi CDR2 | SIYSSSGYTYYADSVKG 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
VL CDRI | RASQSVSSAVA 55
Vi CDR2 | AASSLQS 56
VL CDR3 | QQQSKYPFLIT 57
54 1- | Vg CDR1 | FTFSASSIH 64
35 Vu CDR2 | SIYSSSGYTYYADSVKG 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
Vi CDRI | RASQSVSSAVA 55
VL CDR2 | AASSLQS 56
VL CDR3 | QQQSKYPFLIT 57
54 1- | Vg CDR1 | FTFSSNDIH 65
36 Vi CDR2 | SIYSSSGYTYYADSVKG 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
VL CDRI | RASQSVSSAVA 55
Vi CDR2 | AASSLQS 56
Vi CDR3 | QQQSKYPFLIT 57
1% 1- | Va CDR1 | FTFTGSSIH 66
37 Vi CDR2 | SIYSSSGYTYYADSVKG 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
Vi CDR1 | RASQSVSSAVA 55
V. CDR2 | AASSLQS 56
VL CDR3 | QQQSKYPFLIT 57
0% 1- | Va CDR1 | FTFTSSDIH 67
38 Vi CDR2 | SIYSSSGYTYYADSVKG 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
VL CDRl | RASQSVSSAVA 55
Vi CDR2 | AASSLQS 56
VL CDR3 | QQQSKYPFLIT 57
Oooooao

10

20

30

40

50



(72)

JP 2022-523066 A 2022.4.21
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L% 1- | Vg CDR1 | FTFTANDIH 68
39 Vi CDR2 | STYSSSGYTYYADSVKG 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
VL CDR1 | RASQSVSSAVA 55
VL CDR2 | AASSLQS 56
Vi CDR3 | QQQSKYPFLIT 57
5% 1- | VgCDR1 | FTFTSSSIH 69
40 Vi CDR2 | STYSSSGYTYYADSVKG 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
VL CDRI | RASQSVSSAVA 55
VL CDR2 | AASSLQS 56
VL CDR3 | QQQSKYPFLIT 57
0% 1- | Vg CDR1 | FTFSANDIH 70
41 Vi CDR2 | STYSSSGYTYYADSVKG 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
VL CDR1 | RASQSVSSAVA 55
Vi CDR2 | AASSLQS 56
Vi CDR3 | QQQSKYPFLIT 57
L% 1- | VaCDR1 | FTFSATDIH 71
42 Vi CDR2 | STYSSSGYTYYADSVKG 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
VL CDR1 | RASQSVSSAVA 55
VL CDR2 | AASSLQS 56
VL CDR3 | QQQSKYPFLIT 57
L% 1- | Ve CDR1 | FTFSGSDIH 72
43 Vi CDR2 | STYSSSGYTYYADSVKG 53
Vi CDR3 | DPGSYYWYYSGSAYEGYGLDY 54
VL CDR1 | RASQSVSSAVA 55
Vi CDR2 | AASSLQS 56
VL CDR3 | QQQSKYPFLIT 57
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15 7% B FE B IR AL 5

Ig®@HE (LC) (EIEST3I)
TVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEK
HKVYACEVTHQGLSSPVTKSFNRGEC

1gG1EHE (HC) (EFIEE31)
ASTKGPSYFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQT
YICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNW
YVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREE
MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYT
QKSLSLSPGK

IgG1EH (HC) LALA (BIIEST4)
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQT
YICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNW
YVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALGAPIEKTISKAKGQPREPQVYTLPPSREE
MTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVYDKSRWQQGNVFSCSVMHEALHNHYT
QKSLSLSPGK

1gG4 HC (BFIEST75)
ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTYSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKT
YTCNVDHKPSNTKVDKRVESKYGPPCPSCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCYVVDVSQEDPEVQFNWYVD
GVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSTEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPYLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKS
LSLSLGK

1gG4 Fab7—ALrXRBBEAREREK (BHIEFT76)
ASTKGPSVEPLAPCSRSTSESTAALGCLVKDYFPEPYTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKT
YTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSYFLFPPKPKDTLMISRTPEVTCYVVDVSQEDPEVQFENWYVD
GVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPYLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKS
LSLSLGK

hlgG4 Fab7—LXXHBEARAEREEFHERK (BEINEZT77)
ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPYTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVIVPSSSLGTKT
YTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCYVVDVSQEDPEVQENWYVD
GVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPYLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHY TQKS
LSLSPGK

legx®®# (LC) #FTDH7A%1—39 (BIFESTS)
DIQMTQSPSSLSASVGDRVTITCRASQSVSSAVAWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSRSGTDFTLTISSLQ
PEDFATYYCQQQSKYPFLITFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASYVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSENRGEC
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I gG1E#E (HC) 2FTA55F1%1—39 (BIEST9)

EVQLVESGGGLVQPGGSLRLSCAASGFTFTANDIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGREFTISADTSKNTA
YLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHT
CPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVYSV
LTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSYMHEALHNHYTQKSLSLSPGK

1gG4 HC% EBEETAFAX¥1—39 (BIEBEE47)

EVQLVESGGGLVQPGGSLRLSCAASGFTVSSSSIHWVRQAPGKGLEWVAYISSSSGYTYYADSVKGRFTISADTSKNTA
YLQMNSLRAEDTAVYYCARYWSYPSWWPYRGMDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP
EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPSCPAPEF
LGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWL
NGKEYKCKVSNKGLPSSTEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSYMHEALHNHYTQKSLSLSPGK

IgG4 HC Fab7—AZMBEREREKHCZATLIFNZ1 -39 (BIELZ4
9)
EVQLVESGGGLVQPGGSLRLSCAASGFTFTANDIHWVRQAPGKGLEWVASIYSSSGYTYYADSVKGRFTISADTSKNTA
YLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPP
CPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHNAKTKPREEQENSTYRVVSVLTVY
LHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLSLSLGK

I1gG4 HC FabT7—ARXBERELEEREKEZFETHTAZ1—-39 (EBEIEFEZ80)

EVQLVESGGGLVQPGGSLRLSCAASGFTFTANDIHWVRQAPGKGLEWVASTIYSSSGYTYYADSVKGRFTISADTSKNTA
YLQMNSLRAEDTAVYYCARDPGSYYWYYSGSAYEGYGLDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPP
CPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKGLPSSIEKT ISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSPGK
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Jua—y cyno 7 /V# 1 TCR iZxt vt 5% 1 TCR IZxt
T % B @ Ko (nM) T3 Rt O Kp (nM)

FILH 1-17 13.7 0.16

FILH 1-18 0.15 1.73

FZ 1-19 0.25 £ 0.04 0.35+0.15

F A 1-20 0.34 5.46

Fz 1-21 1.74 £ 0.15 3.1+0.3

F) & 1-22 0.61 + 0.07 2.0+0.3

F) & 1-23 1.3+0.3 1.82+£0.11

FILH 1-24 1.16 10.2

FH 1-25 0.48 + 0.06 3.90+0.12

FZ 1-26 0.26 + 0.03 0.98 +0.18

FILH 1-27 0.78 9.6

F) & 1-28 0.36 £ 0.12 22+0.2

FILH 1-29 30.4 0.63

FIA 1-41 2.7 4.9

F & 1-39 0.28 0.23
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H) 20 15 75
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good
#6. B SMH
B || % pav-n | memm (FOVTTV ) wme
O% | RALE xR - 0 mL/kg / 0
TAYEA T
2 10* | B8 mIgG2a (PD- 10 mg/kg 10 mL/kg IP/BIWx4 8
1)
TAHA TR
3 10%* HE mIgG2b 10 mg/kg 10 mL/kg IP/BIWx4 8
(CTLA-4)
4 |10* T mPD-1 10 mg/kg 10 mL/kg IP/BIWx4 8
5 |10%| %t mCTLA-4 10 mg/kg 10 mL/kg IP/BIWx4 8
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Internaticnal application No.

PCT/US 20414858
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IPC -

CLASSIFICATION OF SUBJECT MATTER

AB1K 35/17, AG1P 35/00, A61P 31/12, AG1P 33/02, A61K 35/00 (2020.01)
CPC - AS1K 39/0011, C12N 5/0636, GON 33/56872, GO1N 33/57418, AG1K 2039/6158, GO1N

33/57438, AB1K 2038/505, C12N 2501/515, C12N 2502/11, C12N 2502/89

According to International Patent Classification (IPC) or to both national classification and IPC

B.

FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
See Search History document
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See Search History document

Electronic data base consulted during the international search (name of dala base and, where practicable, search terms used)
Ses Search History document
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Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A US 2018/0028566 A1 (NEW YORK UNIVERSITY) 1 February 2018 (01.02.2018) Claim 1; 1.73
Claim 4; para [0042]
A WO 20117130499 A1 (GENENTECH, INC.) 20 October 2311 {20.10.2011) Claim 20; SEQ ID 1,73
NO:31
A UniProtKB Accession No. FETAN?, Ig-like domain-centaining protein, Ornithorhynchus anatinus |1, 73
(Duckbill platypus), 27 July 2011 [online]. [Retrieved on 22 May 2020]. Retrieved from the
intemiet: URL: hitps:/fwww.uniprot.org/uniprot/F6TANT, Entire document
A WO 2007/064919 A2 (GEMENTECH, INC.) 7 June 2007 {07.06.2007) Claim 4; SEQ IDNO:86 |1, 73
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D See patent family annex.
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document referring to anoral disclosure, use, exhibition or other means
document published prior to the international filing date but later than
the priority date ¢laimed
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e
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later document published after the international filing date or priority
date and nol in confiict with the application but cited to understand
the principle or theory underlying the iavention

document of particular relevance; the claimed invention cannot be
cansidered novel or cannot be considered to involve an inventive step
when the document is taken alone

document of particular relevance; the claimed invention cannot
be considered to involve an inventive step when the document is
combined with one or more other such documents. such combination
being obvious to a person skilled in the art

document member of the sanve patent family

Date of the actual completion of the international search
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Date of mailing of the international search report
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INTERNATIONAL SEARCH REPORT International application No.
PCTAS 20714858

Box No. It Qbservations where certain claims were found unsearchable {Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. D Claims Nos.:

because they relale 1o subject matter not required to be searched by this Authority, namely:

2 |:| Claims Nes.
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. Claims Nos.: 4-B, 10-11, 15-17, 21.39, 44.72, 75-114, $16-128, 131141, 146-162
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4{a).

Box No. HI  Observations where unity of invention is tacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this intemational application, as follows:
-—-Plaase see continuation in Arst extra shagt ---—e—-—uee-

1. D As all required additional search fees were timely paid by the applicant. this intemational search report covers all searchable
claims,

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. D As only some of the required additional search fees were timely paid by the applicant, this internalional search report covers
only those ¢laims for which Fees were paid, specifically claims Nos.:

4. ﬁ No required additional search fees were timely paid by the applicant. Consequently, this international search report is restricled
to the invention first mentioned in the claims; it is covered by claims Nos.:
1. 73, limited to HC CDRs 1-3 of SEQ 1D NO: 63, 53, 54, respectively

Remark on Protest EI The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest bat the applicable protest
fee was nol paid within the time limit specified in the invitation.

I:' No protest accompanied the payment of additional search fecs.
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INTERNATIONAL SEARCH REFORT

Information on patent family members Intemational application No.

PCTIUS 20/14858

Continuation of Bax No. lIl. Observations where unity of invention is lacking.

This application containg the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search fees must be paid,

Group I+, Claims 1-3, 7-9, 12-14, 18-20, 40-43, 73-74, directed 1o an isolated antibgdy, which binds 2 delta-I chain of a T call recepior.
The antibody will be searched to the extent that the antibody encompasses a (i} a heavy chain variable region (VH] that comprises:

a HC CDR1 of FTX1X2X3X4X5IH {SEQ 1D NO: 46), inwhich X1 Is F, X2is 8, X3 i5 G, X4 is T, and X5 & O, which corresponds to the
saquence FTFSGTDIH {SEQ ID NO: 63);

aHC CDR2Z of SIYSSSGYTYYADSVKG (SEQ ID NO: 53); and

aHC CDR3 of PGXSYYWYYSGSAYEGYGLDY (SEQ ID NO: 48), in which X6 comprisas 8, which correspends to the sequence
DPGSYYWYYSGSAYEGYGLDY {SEQ 1D NO: 54).

It is balisved that claims 1, 73 encompass this first named invention, and thus these claims will be searched without fee to the extent that
the antibody encompassas a (i) a heavy chain variable region (VH) that comprises a HC CDR1 of SEQ |0 NO:63, a HC CDR2 of SEQ
1D NO:53, and a HC CDR3 of SEQ D NO: 54. Additional antibody sequance(s) will be searched upon the paymaent of additional feas.
Applicants must specify the claims that encompass any additionaily elected antibody seguence(s). Applicants must further indicate, if
applicable, the claims which encompass the first named invention, if different than what was indicated above for this group. Failure to
clearly identify how any paid additional invention faes are ta be applied to the "+" group{s) will result in only the first claimed invention to
be searched. An exemplary election would be an antibody comprising a heavy chain complamentarity determining ragion 1 (COR1) get
forth as SEQ ID NO: 68, a heavy chain complemantary detarmining region 2 (CDR2) sat forth as SEQ 1D NO: 53, and a heavy chain
complementary determining region 3 {CDR3) sat forth as SEQ ID NO: 54 (claims 40-43, 74d).

Group I, claims 115, 130, directed to a methoed of inhibiting gamma delta T cell activation, and depleting andfor eliminating gamma dalta
T cells in a subject.

Group H, claims 142-145, directed to 8 method for identifying or selecting a cancer patignt.

The inventions listed as Groups |+, I and Hi do not relate to a single special technical featurs under PCT Rule 13.1 becauze, under PCT
Rule 13.2, thay lack the same or corresponding special technical fealures for the following reasons:

Special technical features

The inventions of Graup |+ each include the spacial technical feature of a unlque amino acid sequence. Each amine acid sequance
encodes a unique antibody peptide, and is considered a distinct tachnical fagture.

Additionally, Group |+ has the spacial technical feature of an antibody composition, that is not raquired by Groups il-1l.

Group Il has the special technical feature of method of inhiblting gamma delta T cell activation, and depleting and/or eliminating gamma
delta T cedls in a subject, that is not raquired by Group |+ and Il1.

Group |11 has the special technical feature of a mathod for identifying or selacting a cancer patient, that is not required by Groups I+ and
LN

Coemmon technical features

No technical features are sharad betwesn the antibody amina acid ssquences of Groups |+ and, accordingly, these inventions lack unity
a priori.

Additionally, even if Groups I+, Il and il were considered to share the technical features of including: an antibody, which binds a delta-1
chain of a T cell receptor, these shared technical features are previously disclosed by US 2018/0028566 A1 ta New Yaork University,
(hereinafter NYLI'}.

NYL teachas an antibody, which binds a delta-| chain of a T cell raceptor (Claim 1 - ‘A mathad for traating a solid tumor, comprising
administering 1o a subject in need thareof an affective amount of a gamma delta T cell suppressor.’; Claim 4 - "The method of claim 1,
wharein tha gamma delta T cell suppressor is an antibody that specifically binds a gamma deltaT cell.'; para [0042] - 'In some examples,
the antibody binds (e.g.. specifically binds) a TCR (e.g., @ TCR ¢antaining the delta 1 subunit or a TCR gontaining the delta 2 subunit) or
a component thereof (e.g., a delta 1 subunit or a delta 2 subuynit)’).

As thae tachnical features were known in tha art at tha time of tha invention, they cannot be considerad special technical features that
would otherwize unify the groups.

Therafere, Group i+, Il and Il inventions lack unity under PGT Rule 13 because they do not share the sama or corresponding spacial
technical faature.

----—please see continvation on next extra sheet-—--—
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INTERNATIONAL SEARCH REFORT Tntemational application No.

PCT/US 20/14858

Continuation of Box No. |)l. Observations whera unity of invention is lacking.

Continuation from previous extra sheet

NOTE, continuation of item 4 above: claims 4-6, 10-11, 15-17, 21-39, 44-72, 75-114, 116-129, 131-141, 146-162 are held unsearchable
because they are dependent claims and are not drafted in accordance with the second and third sentances of Rule 6.4(a).

Nate, Claim 71 reciting dependence on claim 70, 70A or 70B is chjected to tor improper antecedent basis as the application does not
have claims 70A and 70B. For this application, claim 71 is reconstrued as dependent on claim 70.

Claim 158 reciting dependence on claim 31, or claim 31A is objected to for improper antacadent basis as the application does not have
claim 3tA. For this application, claim 158 is reconstrued as dependent an ciaim 31,

Claim 162 reciting dependsnce on claim?0 or 70A is objected to for improper antecedent basis as the applicatien daes not have claim
70A. Fer this application, claim 162 is reconstrued as dependent on claim 70.

Form PCT/ASA/210 {extra sheet) (July 2019)
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